A series of observations haveLeen made recently, the resultscf which suggest, a relationship between arterial hypertension and guanidine metabolism. Major and Stephenscn (1) studyipg the influence of certain urinary constituents on blood pressure, noted that methyl guanidine, a product of normal metabolism and a constituent of normal urine, had marked pressor effects. These authors suggested that this compound, if produced in excess or imperfectly excreted, might account for increased blood pressure. Creatinine and creatine, substances closely allied to methyl guanidine chemically, were found inert. Later (2) observations confirmed the rise in blood pressure following experimental injection of methyl guanidine. In addition it was then noted that, in short period experiments, rise in blood pressure produced by guanidine compounds could be abolished by the use of calcium or potassium chloride. The latter is of interest, in view of the clinical results obtained from the use of these salts as reported by Addiscn (3) and Addison and Clark (4), who found that these inorganic salts, when given in large doses (about 15 grams per day) over long periods of time, produced a diuresis and accompanying this there was a decided and prolonged fall in blood pressure in a large percentage of cases of hypertension. In a further communication Major (5) reported two cases of arterial hypertension. in which the daily excretions of guanidine bases were observed. In both, during produced diuresis, a rise in urinary excretion of dimethyl-guanidine was acccmpanied by a fall in blood pressure. Experimental evidence was also presented by the same worker (6) favoring the view that the elevation in blocd pressure 587
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In view of the above findings we have made a study of the excretion of guanidine compounds in a series of normal individuals and in patients with hypertension.
In all their investigations Major and his co-workers employed the technical method described by Findlay and Sharpe (7) for the quantitative estimation of dimethylguanidine. In our earlier work with this technique some difficulty was encountered in that, in spite of the theoretical differences in solubility between guanidine picrate and the creatinine compound, the latter was found to interfere greatly with quantitative results. The method employed, subsequently, was that more recently described by Sharpe (8 
DISCUSSION
The average daily excretion of dimethyl-guanidine in the thirteen cases of hypertension was 105 mgm. This was lower than that found in the normal subjects, namely 119 mgm., but equal to that found by Major in normal subjects. Since with our present knowledge the variables affecting excretion of guanidine bases are not known one cannot accurately determine which deviations from the "means" are purely fortuitous. Application of statistical methods to the phenomenon of variation observed here would therefore yield information of limited significance. It is merely stated that a glance at both tables 1 and 2, shows that in the majority of instances the low average values of guanidine excretion are associated with the high values of the diastolic blood pressures. This is of interest in view of the suggested mechanism by means of which the guanidine compounds raise the blood pressure, namely, by peripheral constriction of the arterioles.
Daily observations were made in one case over a period of two weeks. The subject, a female, aged 35 years, was admitted into the Medical Service of one of the writers (C. P. H.) on October 6, 1925. The clinical picture was that of chronic interstitial nephritis, associated with syphilis. There was marked thickening of the blood vessels, cardiac hypertrophy, and some retinal changes. Blood pressure: systolic 250, diastolic 160. The urine contained albumin and casts. The blood urea nitrogen was 14 mgm. per 100 cc. blood, creatinine 1.20 mgm. per 100 cc. The urea concentration factor was 16.
The patient was kept in bed throughout the period of observation and on a constant diet. Daily examinations were made with reference to blood pressure and the excretion of water and guanidine. When the blood pressure tended to remain at a constant level following the initial fall due to rest in bed, calcium chloride was given in doses of 5. grams three times a day. The above daily examinations were continued. The results are recorded in table 3 . It will be noted that during the first four days, though the systolic blood pressure fell from 250 to 220 mm. and the diastolic pressure fell from 160 to 125 mm.
there was no increase in the excretion of guanidine. This was con- In view of all the above findings, the relationship between arterial hypertension and decreased guanidine excretion is suggestive, and on the whole, there is some corroboration of the work of Major and his associates, on the relation between increased guanidine excretion and diuresis. However, the fact that some individuals with marked hypertension excrete normal amounts of guanidine bases, and that in the case reported above (No. 4742) the fall in blood pressure during the earlier period of observation was not accompanied by an alteration in the excretion of these substances, warns us that more must be known of this relationship.
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